10/534548 

WO 2004/041862 PCT/BE2003/000192 

1/10 



FR1 CDR1 FR2 

VHH#3G QVQLQDSGGGLVQAGGSLRLSCAVSGR TFSAHS — VYTMG WFRQAPGKEREFVA 

VHH#3E QVQLQESGGGLVQPGGSLRLSCAASGR TFSDHSGYTYTIG WFRQAPGKEREFVA 

VHH#1A QVQLQESGGGLVQPGGSLRLSCATSGF DFS — VSWMY WVRQAPGKGLEWVS 

VHH#2B QVQLQESGGGLVQPGGSLRLSCATSGF TFS — DYWMY WVRQAPGKGLEWVS 

VHH#12B QVQLQESGGGLVQPGGSLRLSCAASGF EFE — NHWMY WVRQAPGKGLEWVS 

VHH#7B QVQLQESGGGLVQPGGSLRLSCAASGS IFRVNA MG WYRQVPGNQREFVA 

***** ******* ********* ** * * ** ** * * 

CDR2 FR2 
VHH#3G RIYWSSANTYYADSVKG RFTISRDNAKNTVDLLMNSLKPEDTAVYYCAA 

VHH#3E RI YWS S GNTYYAD S VKG RFAISRDIAKNTVDLTMNNLEPEDTAVYYCAA 

VHH#1A EINTNGLITKYVDSVKG RFTI SRDNAKNTLYLQMDSLI PEDTALYYCAR 

• VHH#2B TVNTNGLITRYADSVKG RFTISRDNAKYTLYLQMNSLKSEDTAVYYCTK 

VHH#12B TVNTNGLITRYADSVKG RFTISRDNAKYTLYLQMNSLKSEDTAVYYCTK 

VHH#7B -IITSGDNLNYADAVKG RFTISTDNVKKTVYLQMNVLKPEDTAVYYCNA 

* * *** ** ** * * * * * * **** *** 

CDR3 FR4 Hinge 

VHH#3G RDGIPTSRTVGSYNY WGQGTQVTVSS EPKTPKPQP 

VHH#3E RDGIPTSRSVESYNY WGQGTQVTVSS EPKTPKPQP 

VHH#1A SPSGSF RGQGTQVTVSS EPKTPKPQP 

VHH#2B — WPPYSDDSRTNAD WGQGTQVTVSS EPKTPKPQP 

VHH#12B — VLPPYSDD SRTNAD WGQGTQVTVSS EPKTPKPQP 

VHH#7B — ILQTSRWSIPSNY WGQGTQVTVSS EPKTPKPQP 

********** ********* 
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ELISA response on TNF 
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FRl 

VHH#m3F QVQLQDSGGGLVQAGGSLRLSCAASGG 
VHH#m4 B QVQLQDSGGGLVQAGGSLRLSCGVSGL 
V H H #m 9 A EVQLVE SGGGLVQAGG SLRL.S CAASGG 

VHH#m9E QVQLVESGGGLVQAGGSLRLSCAASEG 

*** **************** * 



CDR1 FR2 

TFSSIIMA WFRQAPGKERE F VGA 

SFSGYTMG WFRQAPGKERE FAAA 

TLSSYITG WFRQAPGKERE F VGA 

TLSGYIL.G WFRQAPGKERE FVG A 
* ************ * 



CDR2 FR2 

VHH#iu3F VSWSGGTTVYADSVLG RFEISRDSARKSVYLQMNSLKPEDTAVYYCAA 

VHH#m4B IGWNSGTTEYRNSVKG RFTISRDNAKNTVYLQMMSLKPEDTAVYYCAA 

VHH#m9A VSWSSSTIVYADSVEG RFTISRDNHQNTVYLQMDSLKPEDTAVYYCAA 

VHH#m9E VSWSGGTIVYADSVKG RFEISRDNARNTVYLQMDSLKSEDTAVYYCAA 

* * * ** * ** **** ***** *** ********** 



CDR3 FR4 Hinge 

VHH#m3F RPYQKYNWA- S ASYNV WGQGTQVTVSS EPKTPKPQP 

VHH#m4B SP — KYMTAYERSYDF WGQGTQVTVSS EPKTPKPQP 

VHH#m9A RPYQKYNWA- S ASYNV WGQGTQVTVSS 

VHH#m9E RPYQRFNWA- S ASYNV WGRGTQVTVSS 

* * * ** ** ******** 
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Cytotoxicity assay 
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cytotoxicity assay 
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Pepsin treatment TNF 3E (detection R42) 
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DSS-induced Model of Chronic Colitis 
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